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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address- 
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308. 

1 . lEI This communication is responsive to 15 April 2002 . 

2. ^ The allowed claim(s) is/are 1-19.27-40.42-46.48-52.64-67.70-75 and 83-86 . 

3. S The drawings filed on 08 March 2000 are accepted by the Examiner. 

4. □ Acknowledgment is made of a claim for foreign priority under 35 U.S.C.§119(a)-(d) or (f). 

a)n All b)nSome* c) □ None of the: 

1 . □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 

3. □ Copies of the certified copies of the priority documents have been received in this national stage application from the 

International Bureau (PCT Rule 17.2(a)). 
* Certified copies not received: . 

5. O A^lgiowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

(ajtl The translation of the foreign language provisional application has been received. 

6. S A^owledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 . 

ApplicanUias THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements noted 
below. I^lure to timely comply will result in ABANDONMENT of this application. THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

7. □ AguBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAMINER'S AMENDMENT or NOTICE OF 
INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration is deficient 

8. □ CilRECTED DRAWINGS must be submitted. 

(a) [3i including changes required by the Notice of Draftsperson's Patent Drawing Review ( PTO-948) attached 
^ 1 ) □ hereto or 2) □ to Paper No. . 

(b) S: including changes required by the proposed drawing correction filed , which has been approved by the Examiner. 

(c) 2 including changes required by the attached Examiner's Amendment / Comment or in the Office action of Paper No. . 

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the top margin (not the back) 
of each sheet. The drawings should be filed as a separate paper with a transmittal letter addressed to the Official Draftsperson. 

9. □ DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the 
attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 

Attach ment(s) 

iD Notice of References Cited (PTO-892) 
3n Notice of Draftperson's Patent Drawing Review (PTO-948) 
5S Information Disclosure Statements (PTO-1449), Paper No. 27^ X1 
7n Examiner's Comment Regarding Requirement for Deposit 
of Biological Material 



2n Notice of Informal Patent Application (PTO-152) 
4^ Interview Summary (PTO-413), Paper No.3i,.35^3(^' 
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ATTACHMENT TO NOTICE OF ALLOWABILITY 
Papers entered. 

1 . Subsequent to the mailing of the Office action of paper no. 25 on February 12, 
2002, the following papers have been entered: 

a) The Supplemental Preliminary Amendment filed July 16, 2001 , paper no. 26; 

b) The Protest (with IDS) filed February 19, 2002, paper no. 27; 

c) The Notice of Related Litigation filed February 21 , 2002, paper no. 28; 

d) The Supplemental IDS filed February 21, 2002, paper no. 29; 

e) The Declaration of Andrew P. Feinberg filed February 21, 2002, paper no. 30; 

f) The Interview Summary dated March 1 1 , 2002, paper no. 31 (copy provided 
herewith); 

g) The Amendment and surrendered Original Patent filed March 8, 2002, paper no. 
32; 

h) The Supplemental Reissue Declaration filed March 8, 2002, paper no. 34; 

i) The Supplemental Amendment and Second Supplemental Reissue Declaration 
filed April 15, 2002, paper no. 33; 

j) The Interview Summary dated April 2, 2002, paper no. 35 (copy provided 
herewith); and 

k) The Interview Summary dated April 15, 2002, paper no. 36 (copy provided 
herewith). 
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Protest 

2. It is noted that the Protest under 37 CFR 1 .291 (a) filed February 1 5, 2002, paper 
no. 27 ("the Second Protest"), has been considered. Further, all documents cited on the 
PTO Form 1449 included as part of paper no. 27 have been considered; an initialed and 
signed copy of that Form 1449 is included with this Office action. 

3. It is noted that the response to the Second Protest filed by Applicants' March 8, 
2002, as part of paper no. 32 ("the Response"), has been considered. 

4. Each of the major points raised in the Second Protest are discussed below in the 
order set forth in the Second Protest. Please see the Interview Summary of paper no. 
35 for additional discussion of issues raised by the Second Protest. 

5. First, it is noted that Applicants have acknowledged that they consider December 
12, 1987 to be the priority date to which they are entitled with respect to the pending 
claims (see Interview Summary, paper no. 12). 

6. In Section 1 of the Second Protest, protestor asserts that all the claims pending 
in the instant reissue application are obvious under 35 U.S.C. 103. 

(a) The protestor first argues that the combined teachings of Pollet et al (1967) 
and Feix et al (1 968) render the claims obvious. It is acknowledged that the Pollet et al 
reference discloses a method of purifying phage QB minus strands, and that the Feix et 
al reference discloses "in vitro RNA synthesis using purified QB minus strands" in which 
the "in vitro reaction produces an increased amount of RNA," as argued by protestor. It 
is further acknowledged that the Feix et al reference relies on the Pollet et al for its 
teaching of QB minus strand preparation (see p. 146 of Feix et al), and that the isolation 
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method of Pollet et al comprises steps in wliich hybrids of minus strand target and plus 
strand fragments are bound to and subsequently eluted from a cellulose column (see 
page 767 of Pollet et al). However, the combined teachings of Pollet et al and Feix et al 
do not suggest the instant invention as now claimed. Applicants' broadest claim, claim 
1 , is drawn to a method for "amplifying a target polynucleotide contained in a sample" 
comprising steps of "(a) contacting the sample with a first support which binds to the 
target polynucleotide; (b) substantially separating the support and bound target 
polynucleotide from the sample, thereby producing a separated target polynucleotide; 
O and (c) amplifying in vitro the separated target polynucleotide of (b)." Referring first to 
f] page 767 of the Pollet et al reference, Pollet et al teach a method in which a hybrid of 

target and other nucleic acid fragments is applied to a cellulose column and then eluted 
m in hybrid form prior to subsequent separation and isolation of the minus strand. In 
□ contrast, the claims require "substantial separation" of "support and bound target 
H= polynucleotide" to produce a "separated target polynucleotide" that can immediately be 

m 

P subjected to in vitro amplification. Further, it is noted that the Feix et al reference 
discloses that prior to synthesis of RNA using QB minus strands as template, minus 
strands are prepared by the method of Pollet et al and then subjected to an additional 
"further purification step" comprising dialysis (p. 146). Accordingly, the combined 
teachings of Pollet et al and Feix et al do not teach a method having the advantages 
disclosed and claimed by applicants, in which a target bound to a support that has been 
"substantially separated" from sample may be immediately subjected to in vitro 
amplification without a requirement for additional steps such as separation of target 
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from the support. Thus, protestor's arguments are not persuasive. It is also noted that 
the combined teachings of Pollet et al and Feix et al do not suggest the other 
embodiments of applicants' invention encompassed by the claims, which embodiments 
are not addressed by the Second Protest (e.g., methods in which capture probes, 
retrievable supports, etc., are employed). 

(b) Next, in Section 1 (2), the Second Protest argues that "the pending claims are 
unpatentable as obvious over the disclosure of Chu et a!., U.S. Patent No. 4,957,858." 
Protestor states that Chu et al teach that the in vitro amplification method of their 
invention "is typically carried out on a sample which is a processed specimen, derived 
: from a raw specimen by various treatments," referring to column 7, lines 10-17, and that 
' "the amplification method of the assay can be carried out on nucleic acids isolated from 
, a specimen and deposited onto solid supports," referring to column 7, lines 24-38. 
s Protestor's arguments with respect to the Chu et al reference are not persuasive. 
Protestor argues that "Chu et al. teach separation of the target polynucleotide from a 
sample by using a method that deposits the polynucleotide on a solid support, and 
nucleic acid amplification." First, the portion of Chu et al relied upon by Protestor, 
column 7, lines 24-38, refers to the application of isolated nucleic acids to solid 
supports, not to a process in which nucleic acids are isolated from a sample by binding 
to a solid support. Further, while Chu et al disclose and exemplify the application of 
total nucleic acids from a sample to a solid support (as (see, e.g., Examples XIV and 
XVI), as well as the isolation of a particular target molecule prior to application to a solid 
support (see, e.g.. Example XVII), Chu et al do not disclose methods in which isolation 
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of a target molecule from a sample is accomplished by binding of that target to a solid 
support and substantially separating the target and support from the rest of the sample. 
Accordingly, Protestor's arguments are not persuasive. 

(c) In Section 1(3), the Second Protest argues that "Signal amplification is within 
the scope of Applicant's definition of 'amplify' because it produces 'a molecule subject to 
detection steps in place of the target molecule, which molecules are created by virtue of 
the presence of the target molecule in the sample," and cites several references 
teaching detection involving signal amplification. These arguments are not persuasive. 
The term "amplify" as employed in the instant specification requires "creating an 
amplification product" as discussed at length in the Office action of paper no. 25. The 
amplified signals disclosed Dattagupta et al (US Patent No. 4,724,202), Dattagupta et al 
(US Patent No. 4,737,454), Schneider et al (U.S. Patent No. 4,882,269), and Stuart et al 
(U.S. Patent No. 4,732,847) are not amplification products, and therefore Protestor's 
arguments are not persuasive. 

7. In Section 2 of the Second Protest, Protestor argues that Feix et al anticipate the 
claimed invention. However, the methods employed by Feix et al differ from the 
claimed invention for the reasons set forth in paragraph 5(a), above. Accordingly, 
Protestor's arguments are not persuasive. 

8. In Section 3 of the Second Protest, Protestor argues that the Reissue 
Oath/Declaration is defective for failing to identify a specific error. This argument is 
moot in view of the submission by Applicant of a Supplemental Reissue Declaration on 
March 8, 2002, which Supplemental Reissue Declaration identifies a specific error. 
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9. In Section 4 of the Second Protest, Protestor argues that the Reissue 
Oath/Declaration is defective "because all of the inventors of the claimed invention may 
not have assigned all of their rights to the invention to Applicant, i.e., the Applicant who 
signed the oath may not have the 'entire interest' in the claimed invention". The Second 
Protest continues that "Protestor believes that there is a question about the correct 
inventorship of the application, as required by 35 U.S.C. 101 and 116, which names 
joint inventors." The Protestor asserts that a new oath/declaration signed by all 
inventors "may be required," and refers to three publications "that show that another 
Q person, Scott Decker, has been acknowledged by one of the named inventors in a 
J^j manner that suggests that Scott Decker contributed to reduction to practice of the 
2 claimed invention." The three publications cited by Protestor are Morrissey & Collins 
S (1989), which includes an acknowledgement of the contributions of "Scott Decker for 
O adapting the PGR to our method of doing target capture;" Hunsaker et al (1989) which 
^ includes an acknowledgement of the contribution of "Scott Decker for showing how RTC 
y and PGR can be successfully combined;" and Thompson et al (1989), of which Scott 
Decker is a co-author, and which Protestor asserts "shows the reduction to practice of 
the combination of RTG and PGR that the previous two cited papers acknowledge." It is 
first noted that none of the 3 references cited by Protestor constitute prior art with 
respect to the instant invention. MPEP 2137.01 states that "The party or parties 
executing an oath or declaration under 37 CFR 1 .63 are presumed to be the inventors." 
Accordingly, the parties executing the original Oath/Declaration in the instant application 
are presumed to be the inventors, absent evidence to the contrary. Further, MPEP 
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2137.01 indicates that an inventor is one who contributes to conception of an invention. 
IVIPEP 2137.01 also indicates that an inventor need not actually carry out steps in the 
reduction to practice of an invention, and that one who carries out such steps is not an 
inventor unless he/she also contributes to conception of the invention. While the 
references cited by Protestor do suggest that Scott Decker was involved in reducing to 
practice an embodiment of applicants' invention, evidence of participation in the 
reduction to practice of an invention does not provide evidence of conception of that 
invention, which would be required to establish inventorship. Further, the Second 
O Protest merely asserts that Scott Decker contributed to "reduction to practice," whereas 
jJ| the MPEP clearly indicates that the proper standard for establishing inventorship is not 
''S participation in reduction to practice, but rather contribution to conception of an 
5 invention. Accordingly, Protestor's arguments are not persuasive. 



O 1 0. The Declaration of Andrew P. Feinberg, M.D. filed February 21 , 2002, paper no. 
30, has been considered. The declaration is sufficient to establish that one of ordinary 
skill in the art could have carried out the embodiments of applicants' invention 
exemplified in Examples 5 and 6 and illustrated in Figures 5 and 6 without undue 
experimentation at the time the invention was made. 



Declaration 



Application/Control Number: 09/533,906 Page 9 

Art Unit: 1634 

Notice of Related Litigation 

1 1 . The Notice of Related Litigation filed Febmary 21 , 2002, paper no. 28, has been 
considered. See the Interview Summary of paper no. 35 for a brief discussion of issues 
raised in the Notice of Related Litigation. 

Supplemental IDS 

12. The Supplemental IDS filed February 21 , 2002, paper no. 29, has been 
considered with the exception of the two references cited thereon that are subject to a 

5 protective order. These two references were discussed on April 2, 2002 (see Interview 
I Summary of paper no. 35). An initialed and signed copy of the PTO Form 1449 
I included with paper no. 29 is attached hereto. 

Conclusion 

■■ 1 3. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Diana B. Johannsen whose telephone number is 
703/305-0761. The examiner can normally be reached on Monday-Friday, 7:30 am- 
4:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, W. Gary Jones can be reached on 703/308-1 152. The fax phone numbers 
for the organization where this application or proceeding is assigned are 703/872-9306 
for regular communications and 703/872-9307 for After Final communications. 
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Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703/308- 
0196. 



Diana B. Johannsen Co^t} ^WjK 

April 1 9, 2002 GARLA J. MYERS 

PRIMARY EXAMINER 



